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SPECIFICATION 

1. Title of the Invention 

PREPARATION FOR ORAL ADMINISTRATION 

2 . Claims 

(1) A preparation for oral administration, comprising a 
compound represented by general formula: 

wherein R represents a carboxyl group, or a (lower) 
alkanoyloxy- (lower) alkoxycarbonyl group, 

or a salt thereof, and one or two or more of absorption 
promoting agents selected from free amino acids or salts 
thereof, bile acids or salts thereof, and sucrose fatty acid 
esters . 

(2) The preparation for oral administration according 
to claim 1, wherein the absorption promoting agent is a free 
amino acid or a salt thereof. 

(3) The preparation for oral administration according 
to claim 2, wherein the free amino acid or a salt thereof is 
glycine, y-aminobutyric acid, L-lysine or L-histidine 
hydrochloride . 

(4) The preparation for oral administration according 
to claim 1, wherein the absorption promoting agent is a bile 
acid or a salt thereof. 

(5) The preparation for oral administration according 



to claim 4, wherein the bile acid or a salt thereof is 
sodium glycocholate , deoxycholic acid or dehydrocholic acid. 

(6) The preparation for oral administration according 
to claim 1, wherein the absorption promoting agent is 
sucrose fatty acid ester. 

(7) The preparation for oral administration according 
to claim 6, wherein the sucrose fatty acid ester is sucrose 
fatty acid monoester. 

3. Detailed Description of the Invention 
[Field for Industrial Application] 

This invention is used in the field of pharmaceutics 
which relates to a preparation for oral administration, and 
more particularly, which relates to a preparation for oral 
administration comprising Compound (I) represented by 
general formula: 

wherein R represents a carboxyl group, or a (lower) 
alkanoyloxy- (lower) alkoxycarbonyl group, 

or a salt thereof, and one or two or more absorption 
promoting agents selected from free amino acids or salts 
thereof, bile acids or salts thereof, and sucrose fatty acid 
esters . 

[Related Art] 

As the absorption promoting agent that can be used to 



improve the oral absorption of a drug, a fatty acid having 8 
to 14 carbon atoms (for example, sodium caprylate, etc.), 
leucic acid, N-acylamino group having a total carbon number 
of 9 and more, a compound represented by general formula: 

wherein R x represents an aryl group or aralkyl group which 
may be substituted with a group selected from a hydroxyl 
group, a lower alkoxy group and a lower alkyl group; and R 2 
represents hydrogen or a lower alkyl group, 

a compound represented by general formula: 

wherein R 3 represents a straight chain hydrocarbon residue 
having 8 to 14 carbon atoms (JP-A No. 57-88126), 

an herb medicine extract containing saponine component 
(JP-A No. 57-145816, JP-A No. 58-57400), and the like have 
been reported. 

[Problem to be Solved by the Invention] 

The Compound (I) or a salt thereof is cephalosporin 
antibiotics having excellent antibacterial activity, and the 
compound itself is useful for oral administration. However, 
in order to render it more effective, it is desired to 
further enhance the absorption at the time of oral 
administration thereof. 

[Means for Solving the Problem] 

The inventors of this invention devotedly conducted 
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research for the purpose of improving the oral absorption of 
the Compound (I) , and as a result, found that a free amino 
acid or a salt thereof, a bile acid or a salt thereof, and a 
sucrose fatty acid ester exhibit a remarkably excellent 
effect of improving the oral absorption of the Compound (I) 
and a salt thereof, thus completing the present invention. 

With regard to the Compound (I) , a compound in which R 
is a (lower) alkanoyloxy- ( lower ) alkoxycarbonyl group is a 
so-called prodrug of a compound in which R is a carboxyl 
group, and preferred examples of the (lower) alkanoyloxy- 
( lower) alkoxycarbonyl group include a 1- 
isobutyryloxyethoxycaronyl group, a 
pivaloyloxymethoxycarbonyl group, and the like. 

As the salt of the Compound (I) that can be used for 
the present invention, salts of inorganic bases, such as 
alkali metal salts such as a sodium salt and a potassium 
salt, and alkaline earth metal salts such as a calcium salt 
and a magnesium salt; salts of organic bases, such as a 
triethylamine salt, a dicyclohexyl amine salt and an arginine 
salt; inorganic acid addition salts such as a hydrochloric 
acid salt and a sulfuric acid salt; and organic acid 
addition salts such as a formic acid salt and a 
trif luoroacetic acid salt; and the like may be mentioned. 

Examples of the free amino acids and salts thereof as 
the absorption promoting agent of the present invention, 



- 7 - 



include monoamino-monocarboxylic acids (for example, glycine, 
L-alanine, L-valine, L-leucine, L-isoleucine, Y-" aminot>ut y ric 
acid, e-aminocapric acid, L-phenylalanine , etc.), 
oxymonoaminocarboxylic acids (for example, L-homoserine , L- 
tyrosine, L-threonine, etc.), monoamino-dicarboxylic acids 
(for example, L-aspartic acid, L-glutamic acid, etc.), 
diamino-monocarboxylic acids (for example, L-chitrulline , L- 
ornithine, L-arginine, L-lysine, L-glucoumine , etc.), 
sulfur-containing amino acids (for example, L- cysteine, L- 
methionine, L-cystine, etc.), cyclic imino acids (for 
example, L-histidine, L-proline, L- tryptophan, etc.) and the 
like, and salts thereof (for example, hydrochlorides, etc.). 
Among them, free amino acids having 6 and under carbon atoms, 
and salts thereof are preferred, and glycine, y-aminobutyric 
acid, L-lysine and L-histidine hydrochloride are 
particularly preferred. 

Examples of the bile acids and salts thereof include 
cholic acid, glycocholic acid, taurocholic acid, deoxycholic 
acid, ursocholic acid, dehydrocholic acid, glycodeoxycholic 
acid, taurodeoxycholic acid, chenodeoxycholic acid, 
glycochenodeoxycholic acid, glycolithocholic acid, 
taurodehydrocholic acid and the like, and salts thereof (for 
example, alkali metal salts such as sodium salt) , and sodium 
glycocholate, deoxycholic acid and dehydrocholic acid are 
particularly preferred. 
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Examples of the sucrose fatty acid esters include 
monoesters and diesters of sucrose fatty acids such as 
sucrose lauric acid, sucrose myristic acid, sucrose palmitic 
acid, sucrose stearic acid and sucrose oleic acid, and 
mixtures of two or more thereof [for example, DK ester F-160, 
DK ester SS (all trade names, Daiichi Kogyo Seiyaku Co., 
Ltd.)] may be mentioned, but sucrose fatty acid monoesters 
with high hydrophilicity are particularly preferred. 

The preparation for oral administration of the present 
invention is prepared by mixing the Compound (I) or a salt 
thereof, which is the main drug, and one or two or more of 
absorption promoting agents selected from the above - 
described free amino acids or salts thereof, bile acids or 
salts thereof, and sucrose fatty acid esters, with a 
disintegrant [for example, ECG505 (trade name, Nichirin 
Chemical Industries, Ltd.), etc.], a lubricant (for example, 
magnesium stearate, etc.), and if necessary, an organic base 
(for example, sodium hydrogen carbonate, etc.), an excipient 
(for example, lactose, etc.), a binder (for example, a 
hydroxypropylcellulose, etc.) or the like, and tableting the 
mixture according to a conventional method; or by first 
making the mixture into slugs, pulverizing, screening, and 
then tableting according to a conventional method or filling 
in capsules. Alternatively, the above-mentioned organic 
base and the like are added, and a liquid preparation such 
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as aqueous solution or suspension is prepared by a 
conventional method. Also, in addition to these 
preparations, microgranules, granules and the like can be 
prepared by conventional methods. 

In the preparations mentioned above, the amount of the 
absorption promoting agent is usually from 0.01 to 5 times, 
and preferably from 0.25 to 3 times, the weight of the drug, 
but there is no limitation, and an appropriate amount can be 
determined. 

[Effect of the Invention] 

Hereinafter, to show the effect of the present 
invention, representative test results will be described. 
[A] Absorption and excretion test 

To Wistar male rats (7 weeks old, body weight about 220 
g) , the aqueous solutions or suspensions obtained in 
Examples 1 to 8 and Reference Examples 1 to 3 that will be 
described later were orally administered at a dose of 20 
mg/kg of 7 - [2 - (2 -aminothiazol -4 -yl ) -2 - 

hydroxyiminoacetamido] -3-vinyl-3-cephem-4-carboxylic acid 
(syn- isomer) (hereinafter, referred to as Compound A) . The 
urine was collected up to 24 hours after the administration, 
and the concentration of the Compound A in the urine was 
measured by high performance liquid chromatography. 

The rate of urinary recovery of the Compound A was 
determined by the following formula. 
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Rate of urinary recovery (%) = [concentration in the 
urine (mg/ml) x amount of urine (ml )]/ [amount administered 
(mg) ] x 100 

Test results 

The test results are presented in the following table. 
The rate of urinary recovery is expressed as the average 
value ± standard error for the respective test results. 

(1) Absorption promoting agent 
Number of tested animals 

Rate of urinary recovery 0-24 hours (%) 

(2) Example 1 

(3) Reference Example 1 

(4) Glycine 
y-Aminobutyric acid 
L-lysine 

L-histidine hydrochloride 
Sodium glycocholate 
Deoxycholic acid 
Dehydr ochol ic ac id 
Sucrose fatty acid ester 
Sodium caprylate 
Saponine 

ifrom the above test results, it can be seen that the 
preparations for oral administration (Examples 1 to 8) of 
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the present invention with added promoting agents have rates 
of urinary recovery of the Compound A that are two times 
higher, compared to preparations without any added 
absorption promoting agent (Reference Example 1) . 

Also, it can be seen that when the preparations of the 
present invention were compared with preparations to which 
conventional absorption promoting agents were added 
(Reference Examples 2 and 3) , the rates of urinary excretion 
of the Compound A are higher. 

[B] Blood concentration test 

Male S.D. rats (body weight 200 to 250 g) which were 
fasted over night were used as the test animals, and they 
were divided into groups of four animals, respectively. To 
each rat, the preparations of the present invention obtained 
in Example 10, Example 12 and Example 14 that will be 
described later, were used as the test preparations, while 
the preparation obtained in Reference Example 1 was used as 
the control preparation. The preparations were orally 
administered (the amount administered was 20 mg/kg in terms 
of the Compound A) . After the administration, blood samples 
were collected over time from the femoral artery, and the 
blood concentration of the Compound A was measured by high 
performance liquid chromatography. 

Test results 

The plasma concentration (|ig/ml) at each hour, the 
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maximum blood concentration (Cmax) (|ig/ml) and the area under 
curve of the blood concentration for 3 hours (AUC 0 - 3 ) 
(|ag-hr/ml) are presented below. Each of the numerical 
values is presented as (average value ± standard error) . 

(5) Plasma concentration (|ig/ml) 

(6) 15 minutes 

From the test results of the above, it can be seen that 
the preparations for oral administration of the present 
invention with added absorption promoting agent (Examples 10, 
12 and 14) had highly improved absorption rate of the 
Compound A to the plasma, as compared to the preparation 
without any added absorption promoting agent (Reference 
Example 1) . 

Hereinafter, the present invention will be described in 
more detail by examples. 
PREPARATION EXAMPLE 1 

To a solution of acetaldehyde (13.9 ml) in methylene 
chloride (50 ml), isobutyryl bromide (25.0 g) was added 
dropwise in the presence of zinc chloride (160 mg) at -20 to 
-5°C. The reaction solution was stirred for 1.5 hours under 
ice cooling, then the solution was poured into ice water, 
and the resulting mixture was extracted with methylene 
chloride. The extract was washed twice with water. After 
adding water to the extract, sodium hydrogen carbonate was 
used to adjust the pH to 6.5. The organic layer was 
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separated and collected, dried over magnesium sulfate, and 
then concentrated under reduced pressure, to obtain 1-bromo- 
1-isobutyryloxyethane (22.3 g) as an oily matter. 
IR (film) : 

PREPARATION EXAMPLE 2 

To a solution of 7- [2- (2-aminothiazol-4-yl) -2- 
hydroxyiminoacetamido] -3-vinyl-3-cephem-4-carboxylic acid 
(syn-isomer) (15.0 g) in N, N- dime thy lace t amide (150 ml), 
cesium carbonate (6.18 g) was added, and the mixture was let 
stand for 1.5 hours at room temperature, thus to obtain an 
almost transparent solution. To this solution, 1-bromo-l- 
isobutyryloxye thane (14.8 g) was added under ice cooling, 
and the reaction liquid was stirred for 1.5 hours at room 
temperature under ice cooling, and then for 30 minutes at 
room temperature. The reaction liquid was poured into water, 
and the mixture was extracted with ethyl acetate (1.3 L) . 
The extract was sequentially washed with water and an 
aqueous solution of saturated sodium chloride. The extract 
was dried over magnesium sulfate, and then concentrated 
under reduced pressure. The residue was ground using 
diisopropylene ether, to obtain a crude product (14,8g). 
This crude product was subjected silica gel chromatography, 
extracted with a liquid mixture of methylene chloride and 
acetone (2:1 v/v) , to obtain purified 1 -isobutyryloxyethyl 
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ester of 7- [2- (2-aminothiazol-4-yl) -2- 

hydroxyiminoacetamido] -3-vinyl-3-cephem-4-carboxylic acid 
(syn-isomer) (6.60 g) . 

mp: 115-125°C (Decomposed) 

EXAMPLE 1 

To 7- [2- (2-aminothiazol-4-yl) -2 -hydroxyiminoacetamido] - 
3 -vinyl-3-cephem-4-carboxylic acid (syn- isomer) (hereinafter, 
referred to as Compound A) (50 mg potency) and glycine (50 
mg) , a 0.5% aqueous solution (2.5 ml) of sodium hydrogen 
carbonate was added and dissolved to obtain an aqueous 
solution. 
EXAMPLE 2 

To Compound A (5 0 mg potency) and y-aminobutyric acid 
(50 mg) , a 0.5% aqueous solution of sodium hydrogen 
carbonate (2.5 ml) was added and dissolved to obtain an 
aqueous solution. 
EXAMPLE 3 

To Compound A (50 mg potency) and L-lysine (50 mg) , a 
0.5% aqueous solution of sodium hydrogen carbonate (2.5 ml) 
was added and dissolved to obtain an aqueous solution. 
EXAMPLE 4 

To Compound A (50 mg potency) and L-histidine 
hydrochloride (50 mg) , a 0.5% aqueous solution of sodium 
hydrogen carbonate (2.5 ml) was added and dissolved to 
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obtain an aqueous solution. 
EXAMPLE 5 

To Compound A (50 mg potency) and sodium glycocholate 
(50 mg) , a 0.5% aqueous solution of sodium hydrogen 
carbonate (2.5 ml) was added and dissolved to obtain an 
aqueous solution. 
EXAMPLE 6 

To Compound A (50 mg potency) and deoxycholic acid (50 
mg) , a 0.5% aqueous solution of sodium hydrogen carbonate 
(2.5 ml) was added and dissolved to obtain an aqueous 
solution. 
EXAMPLE 7 

To Compound A (50 mg potency) and dehydrocholic acid 
(50 mg) , a 0.5% aqueous solution of sodium hydrogen 
carbonate (2.5 ml) was added and dissolved to obtain an 
aqueous solution. 
EXAMPLE 8 

To Compound A (100 mg potency), a 0.5% aqueous solution 
of sodium hydrogen carbonate (2.5 ml) was added and 
dissolved, and subsequently DK ester F-160 (25 mg) was 
uniformly dispersed therein to obtain a suspension. 
EXAMPLE 9 

Compound A (10.31 g) , DK ester F-160 (2.5 g) , sodium 
hydrogen carbonate (2.5 g) , ECG505 (1 g) and magnesium 
stearate (0.1 g) were mixed, and the mixture was tableted by 
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a conventional method. Then, the tablets were pulverized 
and screened. Particles (10 g) thus produced were taken and 
tableted again to obtain tablets, with each tablet having 
the following composition. 

Compound A 103.1 mg 

(content 97%) (10 0 mg potency) 

DK ester F-160 25 mg 

Sodium hydrogen carbonate 25 mg 

ECG505 10 mg 
Magnesium stearate 1 mg 



164 . 1 mg 



REFERENCE EXAMPLE 1 



To Compound A (50 mg potency), a 0.5% aqueous solution 
of sodium hydrogen carbonate (2.5 ml) was added and 
dissolved to obtain an aqueous solution. 
REFERENCE EXAMPLE 2 

To Compound A (2 0 mg potency) and 20 mg of sodium 
caprylate, a 0.1% aqueous solution of sodium hydrogen 
carbonate (2.5 ml) was added and dissolved to obtain an 
aqueous solution. 
REFERENCE EXAMPLE 3 

To Compound A (2 0 mg potency) and saponine (20 mg) , a 
0.1% aqueous solution of sodium hydrogen carbonate (2.5 ml) 
was added and dissolved to obtain an aqueous solution. 
EXAMPLE 10 
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DK ester SS (trade name, Daiichi Kogyo Seiyaku.Co., 
Ltd.) (40 mg) was dissolved in purified water (5 ml), and 
then pivaloyloxymethyl ester of 7- [2- (2 -aminothiazol-4-yl) - 
2-hydroxyiminoacetamido] -3-vinyl-3-cephem-4-carboxylic acid 
(syn-isomer) (25.8 mg) (20 mg potency in terms of Compound 
A) was added, to obtain a uniform suspension. 
EXAMPLE 11 

DK ester SS (10 mg) was dissolved in purified water (5 
ml), and then pivaloyloxymethyl ester of 7-[2-(2- 
aminothiazol-4-yl) -2-hydroxyiminoacetamido] -3-vinyl-3- 
cephem-4 -carboxylic acid (syn-isomer) (25.8 mg) (20 mg 
potency in terms of Compound A) was added, to obtain a 
uniform suspension. 
EXAMPLE 12 

DK ester SS (40 mg) was dissolved in purified water (6 
ml), and then 1-isobutyryloxyethyl ester of 7- [2- (2- 
aminothiazol-4-yl) -2-hydroxyiminoacetamido] -3-vinyl-3- 
cephem-4 -carboxylic acid (syn-isomer) (25.8 mg) (20 mg 
potency in terms of Compound A) was added, to obtain a 
uniform suspension. 
EXAMPLE 13 

DK ester SS (10 mg) was dissolved in purified water (5 
ml), and then isobutyryloxyethyl ester of 7- [2- (2- 
aminothiazol-4-yl) -2-hydroxyiminoacetamido] -3-vinyl-3- 
cephem-4 -carboxylic acid (syn-isomer) (25.8 mg) (20 mg 
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potency in terms of Compound A) was added, to obtain a 
uniform suspension. 
EXAMPLE 14 

DK ester SS (40 mg) was dissolved in purified water 
ml) , and Compound A (20 mg potency) was added to obtain 
uniform suspension. 

Applicant: FUJISAWA PHARMACEUTICAL CO., LTD. 
Agent: Patent Attorney AOKi TAKASHI 
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A*>Jlll»*>flJfc*»&*ft<*?°-* ^?7< - 

fo%t<pm8tC Cma x ) C«/nOfcfctfKlfll 
&**jfc-B*rai&&Tffia C AUC 0 . 3 )(*«•• hr/ 
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a ^ 
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^ -H 
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t>- CM 
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CO V 

■H 



a* o 



-H 
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7 -te h 7 ^ x t K C 13. 9Dfl) Offl-rt / f- u V 
C 50rt ) «±i»*(C % ttttStt C 160mg) 
T - 20- - 5 # C K *J V» T % O^f !)*^D7 
Y K C 25.0g) t «Tf *• E£fc#t£*ttT 

tMintjiv»tpHt8.5i:Bttts, 

A-C««Ufct$, 

^etic«islt:, ttfttf) i i - ^ 
y ytHttvx^ v c 22. 3 g .) f# a . 

I R ( 7 < i A ) : 1970. 1920. 1870. 1740, 1460. 
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1440, 1380. 1360. 1350, 1330, 
1230 c ra ~ 1 

Mil 

7 - [ 2-C 2-7 ; / f r'/-^-4--( 
iU ) - 2 - t K o ♦ 4/ -f 5 ^ 7 -fe h T I K ] - 

*> V&tti<* ) ClS.Og )(75N , N-^/^A-T 
-b h T 2 K C iSOmfl IKK-fe a 

C 6.18g ) fcfciU SraTtwl.5B*WJS^LT, 

* - i - v »/ ^ >j /u * * V * * v cu. 8 g ) 
**?frTteJtaiU 5£*fc£*teTKl.5B*[i5c* 

S« * K«x f A. C 1.3* ) -Ctem-t 
S. tettift**, £S ft 42 4t h 'J A $ Jft T 
HtefcfrL, ^ * ■> * a :c£& t fcfc> 

- IC ft* t » ttft > f" u > t T -b h v*>fflttO : 



50m{^l) *i J: C/ ^ 'J W ( SO m g ) IZ % 
o.5%i*H**»-r h 'J ?A*t8*fc(2.5mA)*;ta*. 

MM 

fll^^ACSflmg^ffli)*}J:^7-r i y 1 + 
>US! C 50m g)i:, 0.5%#«*flf * h 'J * A 
*##<2.5mO£an*Ti8«L*?8*fc£-*-a. 

<t#& A (Sflmi^DHJltfi-'JVyCSO 
mg )C, 0.5%#»*5** h 'J * A*fc&<2. 5 

XflCT 4 

VJ&S^g C 50mg) £ % 0.5%#&*fc-r- * 
A*»*<2. 5nfl)*jtailTtetfl,rtfe$*+a. 

Mine soog) k % o.s%&&*ni- h * 



»BB¥1-12892G (5) 

1 v/r)t»Wtt, W«<?Kfc7 - C 2- 
(2-7 i/f7/-^-4-U)-2-t 
K n * Y 5 / 7 -b h 7 5 K ] - 3 - tf - ;u - 
3 - * 7 x A - 4-*^jK>W^)l-^y^f- 
y a. * * { y x ta* * * ^ a. ( «/ vKttME ) 
C 6.60g ) fcft*. 
m p : U5~125'C C ) 
IRC^Us-^) : 3300. 1880. 1840. 1770, 

1620.1520.1230 c m" 1 
NMR(DMSO-d 6 , S j ; 1. 10(6H, d. J» 

7Hz), I. 50(3ti.d, J = 5Hz), 2.3-2.8(lH. 

m). 3. 5 7 and 3. 95(2H, ABq, JM8Hz ) . 5.2 

-5. 3(lH.m). 5. 2-5.8(2H.m).5. 7-5.9 

(lH.ffl). 6. 6*7. 2(2H.m) 6.6&UH.3), 

7.l0(2H,bs).9.52(lH.d.J=8Hz). 11.29 

(IH.s) 

7 - [ 2-C 2-r*yf-7»/-jy-*4-"f 
*)-I-tKDt!/n>T*hn K ] - 
3-tfiA--3--b7*A-4-*/U#>ttC 



C 50mg) 0.5%#»*»* h V * A*fcfc 
(2. sua ) £ an *. "C fc« U t -t * . 

ft^4JjA( 50mg;tJ{ffi )^i:O f 7 r t Poa-jH 
C 50mg) K\ 0. 5%iftS4**-t- h 'J A*®^ 

(2.5B4)^^njL-crS«t3Kf&^ii-4. 

M«A : ( lOOng^Jffli ) U0.5%i>eK^5!t-t- h U 
A*®«( 5 it)fc*l L % R^TDKi 

^f-JUF-l60C 25mg) 1 ~ »C # ^ T 10. fl 

<t^<teA C 10.31 g ) , DKi^f-;UF-160C2.5 
g ) , K»**th'Jn(2.5|), ECC505 

C i g )*u:a f xf7'j vK^^^vnco.i 

g)*?g#L, *Scfc Jc SfTSSLfctft, »^L V 
6»)3t2, i <t> J: ^ U t| U fctt C 10g ) 
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C 4*97% ) 
DK-x x *r >V F - 160 
ECGS05 



103. log 

(iOOmg^©) 

25mg 

25fflg 

10og 
log 



164. log 

feSJSJL 

'J *A*7fFft(2.5infl)*.anilTft»t*®fc* 

-r ft. 

ft^feA C20ng^fffi) *5j:tf V»t h 'J 

*A20ngfc, 0.l%lKB!*«tK'jn*|&ll!( 
(2.5nfl)*Jn*.-Cfefl t ft. 

<t^A C 20mg^© ) *J XVVX- v(20og)»C, 



»I5S ¥1-128926 (6) 

Xffiflio 

DK.t^JtS8(»», *-X*iK8t** 
) C40mg ) fcffifi* C 5 mfi ) 
7-[2-(2-7i/f7 , /-i-4-n) 

^ - - 3 ~ -fe 7 x A - 4 - 13 Jl> X is & <7) £ ,< 
25.8mg ) Cft^feAi lt20m« ^i) tiifi 

tott, *>-*ummt t ft. 
MM 

DKxxfiS S ClOmg ) £ ffift* C 5nl) 

r-[2-(2-7-/f7/-i 

-4--{AO-2-fc K o * > Y WT-thr 
* K]-3-br-/u-3--fe7*A-4-*/u 

C25.8mg ) Qit&fykt UT20m 
g^l)«:ifi»lt 4 ft-Xtetomt + ft. 



DKx^^SS(40mg S ■*) 

Kfctftt. 7-[ l-C 1-7 
-4-U)-2-tFD + WU7th7 

* C •> vfttt(* ) C 25.8m g ) C <t&to A £ U 
-C20mg;&<Bfi) £fcjtaLT> #-fc£flft£t 
ft. 

D Kx*f ju S S C 10m g 5 al) 

7-[2-(2-7Wt7/-i 
-4-n)-2-t>'D*'/^ * ✓ T -fe h 7 

* C V > Jlttf* ) C 2S.8m g ) C ft-fr* A i: U 
T20m g^ffi) *ifi^t-C, ^-fcBflfc*-** 
4. 

DKxxf^SS(40mg Sil) 



*5-frS»#<fc f ft . 
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